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AN 95279772 MEDLINE 

TI Antihypertensive and renal-protective effects of losartan in 

streptozotocin diabetic rats. 
AU Kohzuki M; Yasujima M; Kanazawa M; Yoshida K; Fu L P; Obara K; Saito T; 

Abe K 

SO Journal of hypertension, (1995 Jan) 13 (1) 97-103. 
Journal code: 8306882. ISSN: 0263-6352. 

AB OBJECTIVE: To assess the renal benefits of a specific angiotensin II 

receptor antagonist, losartan, in diabetic rats with renal impairment. 
DESIGN AND METHODS: Uninephrectomized streptozotocin diabetic 
spontaneously hypertensive rats (SHR) were randomly assigned to receive 
vehicle, or to receive losartan or captopril, or both, intraperitoneally 
via osmotic minipumps for 8 weeks. RESULTS: Blood pressure and urinary 
protein excretion in the diabetic SHR increased progressively during the 
experimental period. Both captopril treatment and losartan treatment 
completely blocked the development of hypertension in diabetic SHR. 
Simultaneous administration of captopril and losartan did not enhance 
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the antihypertensive effects of losartan treatment or captopril 
treatment. Furthermore, losartan treatment, captopril treatment and 
losartan + captopril treatment all significantly decreased urinary 
protein excretion, urinary albumin excretion and serum creatinine to the 
same extent. These effects were sustained for the entire experimental 
period and were not associated with any significant changes in body 
weight, urine volume, urine sugar and urinary electrolytes excretion. 
These results were confirmed by morphological analysis of kidneys in "each 
group of rats. Losartan treatment, captopril treatment and 
losartan+captopril treatment all significantly and effectively protected 
against an increase in the percentage of focal glomerular sclerosis. 
Losartan treatment and captopril treatment both significantly attenuated 
the increase in heart weight: body weight ratio. The heart weight: body 
weight ratio in the losartan-treated group was significantly lower than 
in the captopril-treated group. CONCLUSIONS: These results indicate that 
hypertension could accelerate diabetic renal impairment and that 
losartan has antihypertensive and renoprotective effects in this rat 
model. They also suggest that the antihypertensive and renoprotective 
effects of captopril treatment in this rat model are caused mainly by 
inhibition of angiotensin II production rather than stimulation of the 
kallikrein-kinin system or of vasodilator prostaglandins. The difference 
in potency between losartan treatment and captopril treatment to 
attenuate the increase in heart weight: body weight ratio might partly 
explain the existence in the heart of angiotensin-f orming pathways, which 
are not dependent on angiotensin converting enzyme. 

TI Antihypertensive arid renal-protective effects of losartan in 
streptozotocin diabetic rats. 

AB OBJECTIVE: To assess the renal benefits of a specific angiotensin II 

receptor antagonist, losartan, in diabetic rats with renal impairment. 
DESIGN AND METHODS: Uninephrectomized streptozotocin diabetic 
spontaneously hypertensive rats (SHR) were randomly assigned to receive 
vehicle, or to receive losartan or captopril, or both, intraperitoneally 
via osmotic minipumps for 8 weeks. RESULTS: Blood pressure and urinary 
protein excretion in the diabetic SHR increased progressively during the 
experimental period. Both captopril treatment and losartan treatment 
completely blocked the development of hypertension in diabetic SHR. 
Simultaneous administration of captopril and losartan did not enhance 
the antihypertensive effects of losartan treatment or captopril 
treatment. Furthermore, losartan treatment, captopril treatment and 
losartan + captopril treatment all significantly decreased urinary 
protein excretion; urinary albumin excretion and serum creatinine to the 
same extent. These. . . urine sugar and urinary electrolytes 
excretion. These results were confirmed by morphological analysis of 
kidneys in each group of rats. Losartan treatment, captopril treatment 
and losartan+captopril treatment all significantly and effectively 
protected against an increase in the percentage of focal glomerular 
sclerosis. Losartan treatment and captopril treatment both 
significantly attenuated the increase in heart weight: body weight ratio. 
The heart weight: body weight ratio in the losartan-treated group was 
significantly lower than in the captopril-treated group. CONCLUSIONS: 
These results indicate that hypertension could accelerate diabetic renal 
impairment and that losartan has antihypertensive and renoprotective 
effects in this rat model. They also suggest that the antihypertensive 
and renoprotective effects of captopril. . . of angiotensin II 
production rather than stimulation of the kallikrein-kinin system or of 
vasodilator prostaglandins. The difference in potency between losartan 
treatment and captopril treatment to attenuate the increase in heart 
weight: body weight ratio might partly explain the existence in. 
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AN 95360953 MEDLINE 

TI A new class of therapeutic agents: the angiotensin II receptor 

antagonists. * 
AU Timmermans P B; Smith R D 

SO Cardiologia (Rome, Italy), (1994 Dec) 39 (12 Suppl 1) 397-400. 
Journal code: 8506637. ISSN: 0393-1978. 

AB Angiotensin II (Ang II) is the primary mediator of the renin-angiotensin 
system (RAS) . Inappropriate control of the RAS is critically involved in 
the development and maintenance of hypertension and congestive heart 
failure. The actions of Ang II are thought to be mediated by specific 
surface receptors on the various target organs. At present, two receptors 
for Ang II have been firmly established in mammals, including man. 
According to current nomenclature, losartan represents the prototype 
antagonist of the Ang II type 1 (ATI) receptor and does not possess 
significant affinity for the so-called AT 2 receptor. Losartan is the 
first of a new class of orally active, nonpeptide Ang II receptor 
antagonists able to very specifically and selectively inhibit the RAS 
while lacking the agonistic effects of the peptide receptor antagonists, 
e.g. sarlasin, or the bradykinin potentiating effects of the angiotensin 
converting enzyme (ACE) inhibitors. Virtually all of the known actions of 
Ang II, e.g. those defined by Ang II itself, saralasin, ACE or 
renin-inhibitors are blocked by losartan, emphasizing the major role of 
this distinct Ang II receptor subtype in mediating the responses of Ang 
II. The functional correlate of the AT 2 receptor remains poorly 
understood. In several models of experimental and genetic hypertension, 
ATI receptor antagonists are effective antihypertensive agents with 
similar efficacy to that of ACE and renin-inhibitors. In animal models of 
renal disease, ATI receptor antagonists significantly decrease 
proteinuria, protect against diabetic glomerulopathy and increase 
survival in stroke-prone spontaneously hypertensive rats. (ABSTRACT 
TRUNCATED AT 250 WORDS) 

AB ... organs. At present, two receptors for Ang II have been firmly 

established in mammals, including" man. According to current nomenclature, 
losartan represents the prototype antagonist of the Ang II type 1 (ATI) 
receptor and does not possess significant affinity for the so-called AT 2 
receptor. Losartan is the first of a new class of orally active, 
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AN 2005019574 IN-PROCESS 
DN PubMed ID: 15645839 

TI [Irbesartan in the treatment of arterial hypertension] . 

Irbesartan v lecbe arterialni hypertenze. 
AU Widimsky J Jr; Zizka J; Haas T 
CS III. interni klinika 1. LF UK, Praha. 
SO Vnitrni lekarstvi, (2000 Jun) 46 (6) 337-40. 

Journal code: 0413602. ISSN: 0042-773X. 
CY .Czech Republic 

DT Journal; Article; (JOURNAL ARTICLE) 
LA Czech 
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ED Entered STN: 20050114 
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Yamagishi S; Takeuchi M 




CS 


Department of Medicine, Kurume University School of Medicine, 
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Japan. 
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Medical hypotheses, (2005) 64 (3) 476-8. 
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AN 2004638171 IN-PROCESS 
DN PubMed ID: 15613069 

TI Irbesartan is projected to be cost and life saving in a Spanish setting 
for treatment of patients with type 2 diabetes, hypertension, and 
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microalbuminuria . 

AU Palmer Andrew J; Annemans Lieven; Roze Stephane; Lapuerta Pablo; Chen 
Roland; Gabriel Sylvie; Carita Paulo; Rodby Roger A; de Zeeuw Dick; 
Parving Hans-Henrik; De Alvaro Fernando 

CS CORE-Center for Outcomes Research, Binningen/Basel, Switzerland. 

SO Kidney international. Supplement, (2005 Jan) (93) S52-4. 
Journal code: 7508622. ISSN: 0098-6577. 

CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN- DAT A- RE V I E W ; IN- PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041223 

Last Updated on STN: 20041223 
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AN 2004638166 IN-PROCESS 
DN PubMed ID: 15613064 

TI Microalbuminuria in hypertensive patients: Evaluation of one-year 

treatment with irbesartan. 
AU de Alvaro Fernando; Velasco Olga; Honorato Jesus; Calvo Carlos; Parrondo 

Inma 

CS Hospital Universitario La Paz, Madrid, Spain, (on Behalf of KORAL HT 
Investigators) . 

SO Kidney international. Supplement, (2005 Jan) (93) S29-34. 

Journal code: 7508622. ISSN: 0098-6577. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN- DATA- RE V I E W ; IN- PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041223 

Last Updated on STN: 20041223 
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AN 2004637797 IN-PROCESS 
DN PubMed ID: 15614015 

TI Antidiabetic mechanisms of angiotensin-converting enzyme inhibitors and 

angiotensin II receptor antagonists: beyond the renin-angiotensin system. 
AU Kurtz Theodore W; Pravenec Michal 

CS Department of Laboratory Medicine, University of California, San 
Francisco, California 94107, USA. . KurtzT@Labmed2 . ucsf . edu 

NC HL63709 (NHLBI) 
TW01236 (FIC) 

SO Journal of hypertension, (2004 Dec) 22 (12) 2253-61. 

Journal code: 8306882. ISSN: 0263-6352. 
CY England: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN- PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041223 
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AN 2004616421 IN-PROCESS 
DN PubMed ID: 15592575 

TI Clinical and Experimental Aspects of Olmesartan Medoxomil, a New 

Angiotensin II Receptor Antagonist. 
AU Yoshida Kazunori; Kohzuki Masahiro 

CS Department of Medicine, Furukawa City Hospital, Furukawa, Miyagi 989-6183, 
Japan., kazunoriggakushikai . jp 
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SO Cardiovascular drug reviews, (2004 Winter) 22 (4) 285-308. 

Journal code: 9006912. ISSN: 0897-5957. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN- DATA- REVIEW; IN- PROCESS; NON INDEXED; Priority Journals 
ED Entered STN: 20041220 

Last Updated on STN: 20041220 
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AN 2004607860 IN-PROCESS 
DN PubMed ID: 15353911 

TI Effect of irbesartan on the antioxidant defence system and nitric oxide 

release in diabetic rat kidney. 
AU Anjaneyulu Muragundla; Chopra Kanwaljit 

CS Pharmacology Division, University Institute of Pharmaceutical Sciences, 

Panjab University, Chandigarh, India. 
SO American journal of nephrology, (2004 Sep-Oct) 24 (5) 488-96. 

Journal code: 8109361. ISSN: 0250-8095. 
CY Switzerland 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN-PROCESS; NON INDEXED; Priority Journals 
ED Entered STN: 20041208 

Last Updated on STN: 20041220 
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AN 2004574889 IN-PROCESS 
DN PubMed ID: 15316606 

TI Effect of irbesartan on nitrotyrosine generation in non-hypertensive 
diabetic patients. 

AU Ceriello A; Assaloni R; Da Ros R; Maier A; Quagliaro L; Piconi L; Esposito 
K; Giugliano D 

CS Department of Experimental and Clinical Pathology and Medicine, University 
of Udine, P. le S. Maria della Misericordia, 33100 Udine, Italy.. 
ceriello@uniud. it 

SO Diabetologia, (2004 Sep) 47 (9) 1535-40. 
Journal code: 0006777. ISSN: 0012-186X. 

CY Germany: Germany, Federal Republic of 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS IN-PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041120 

Last Updated on STN: 20041220 
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AN 2004560107 IN- PROCESS 

DN PubMed ID: 15526250 

TI How different urinary albumin excretion rates can predict progression to 

nephropathy and the effect of treatment in hypertensive diabetics. 
AU Llewelyn D E Huw; Garcia-Puig Juan 

CS Department of Medicine, Luton and Dunstable Hospital, Luton, Bedfordshire 

LU1 40Z, UK.. HuwLlewelyn@I&d-anglox-nhs . org.uk 
SO Journal of the renin-angiotensin-aldosterone system : JRAAS, (2004 Sep) 5 

(3) 141-5. 

Journal code: 100971636. ISSN: 1470-3203. 
CY England: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 
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AN 2004553661 MEDLINE 
DN PubMed ID: 15516696 

TI Angiotensin-receptor blockade versus converting-enzyme inhibition in type 

2 diabetes and nephropathy. 
CM Comment in: N Engl J Med. 2004 Nov 4; 351 ( 19) : 1934-6 . PubMed ID: 15516698 
AU Barnett Anthony H; Bain Stephen C; Bouter Paul; Karlberg Bengt; Madsbad 

, Sten; Jervell Jak; Mustonen Jukka 
CS Division of Medical Sciences, University of Birmingham and Birmingham 

Heartlands and Solihull National Health Service Trust (Teaching) , 

Birmingham, United Kingdom. (Diabetics Exposed to Telmisartan and 

Enalapril Study Group) . anthony . barnettQheartsol . wmids . nhs . uk 
SO New England journal of medicine, (2004 Nov 4) 351 (19) 1952-61. 

Journal code: 0255562. ISSN: 1533-4406. 
CY United States 
DT (CLINICAL TRIAL) 

Journal; Article; (JOURNAL ARTICLE) 

(MULTI CENTER STUDY) 

(RANDOMIZED CONTROLLED TRIAL) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 200411 

ED Entered STN: 20041105 

Last Updated on STN: 20041113 
Entered Medline: 20041112 
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AN 2004550348 IN-PROCESS 
DN PubMed ID: 15523550 

TI Telmisartan in the treatment of hypertension in patients with chronic 

renal insufficiency. 
AU Weinbergova Otilie; Metelka Rudolf; Vymetal Jiri; Konecny Karel; 

Kosatikova Zdena 

CS Faculty of Medicine, Palacky University, Olomouc, Czech Republic. 
SO Biomedical papers of the Medical Faculty of the University Palacky, 

Olomouc, Czechoslovakia, (2004 Jul) 148 (1) 69-73. 

Journal code: 101140142. ISSN: 1213-8118. 
CY Czech Republic 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English ■ 

FS I N- DATA- RE VI E W ; IN- PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041104 

Last Updated on STN: 20041220 
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AN 2004544934 IN-PROCESS 
DN PubMed ID: 15516153 

TI Prevention of type 2 diabetes mellitus through inhibition of the 

Renin-Angiotensin system. 
AU Scheen Andre J 

CS Division of Diabetes, Department of Medicine, Nutrition and Metabolic 

Disorders, CHU Sart Tilman, Liege, Belgium. . Andre . Scheen@chu . ulg . ac . be 

SO Drugs, (2004) 64 (22) 2537-65. 

Journal code: 7600076. ISSN: 0012-6667. 

CY New Zealand 
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AN 2004530677 MEDLINE 
DN PubMed ID: .15500387 

TI Telmisartan - killing two birds with one stone. 
AU Doggrell Sheila A 

CS School of Biomedical Sciences, University of Queensland, QLD 4072, 

Australia., s doggrell@yahoo.com 
SO Expert opinion on pharmacotherapy, (2004 Nov) 5 (11) 2397-400. Ref: 12 

Journal code: 100897346. ISSN: 1744-7666. 
CY England: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 
LA English 
FS Priority Journals 
EM 200412 

ED Entered STN: 20041026 

Last Updated on STN: 20041220 
Entered Medline: 20041210 
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AN 2004530667 MEDLINE 
DN PubMed ID: 15500377 

TI Telmisartan/hydrochlorothiazide combination therapy in the treatment of 

essential hypertension. 
AU Schmieder Roland E 

CS University Erlangen-Nuremberg, Department of Medicine IV, Germany. . 

roland. schmiederQrzmail . uni-erlangen . de 
SO Expert opinion on pharmacotherapy, (2004 Nov) 5 (11) 2303-10. Ref: 36 

Journal code: 100897346. ISSN: 1744-7666. 
CY England: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 
LA English 
FS Priority Journals 
EM 200412 

ED Entered STN: 20041026 

Last Updated on STN: 20041220 
Entered Medline: 20041210 
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AN 2004520077 MEDLINE 
DN PubMed ID: 15490772 

TI [IRMA-pRAcs: irbesartan in the treatment of microalbuminuria and 
proteinuria in patients with type 2 diabetes and hypertension- 
prospective observational study involving 38,016 patients in the general 
practice setting] . 

IRMA-pRACS: Irbesartan zur Behandlung der Mikroalbuminurie und 
Proteinurie bei Patienten mit Typ 2 Diabetes und Hypertonie. 
AU Lehnert H; Bramlage P; Pittrow D; Kirch W 

CS Klinik fur Endokrinologie und Stof fwechselkrankheiten der Universitat 

Magde- burg. . Hendrik . LehnertQmedizin . uni-magdeburg . de 
SO MMW Fortschritte der Medizin, (2003 Oct 9) 145 Suppl 3 81-7. 
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Journal code: 100893959. ISSN: 1438-3276. 
CY Germany: Germany, Federal Republic of 
DT (CLINICAL TRIAL) 

Journal; Article; (JOURNAL ARTICLE) 

(MULTI CENTER STUDY) 
LA German 

FS Priority Journals 
EM 200412 

ED Entered STN: 20041020 

Last Updated on STN: 20041223 
Entered Medline: 20041222 
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AN 2004516495 IN-PROCESS 
DN PubMed ID: 15485429 

TI Impact of irbesartan, blood pressure control, and proteinuria on renal 

outcomes in the Irbesartan Diabetic Nephropathy Trial. 
AU Hunsicker Lawrence G; Atkins Robert C; Lewis Julia B; Braden Gregory; de 

Crespigny Paul J Champion; DeFerrari Giacomo; Drury Paul; Locatelli 

Francesco; Wiegmann Thomas B; Lewis Edmund J 
CS Department of Internal Medicine, University of Iowa College of Medicine, 

Iowa City, Iowa, USA. (Collaborative Study Group) . lawrence- 

hunsicker@uiowa . edu 
SO Kidney international. Supplement, (2004 Nov) (92) S99-101. 

Journal code: 7508622. ISSN: 0098-6577. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN-PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041019 

Last Updated on STN: 20041219 
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AN 2004516485 IN-PROCESS 
DN PubMed ID: 15485418 

TI Predictors of cardiovascular events in patients with type 2 diabetic 

nephropathy and hypertension: a case for albuminuria. 
AU Anavekar Nagesh S; Gans Daniel J; Berl Tomas; Rohde Richard D; Cooper 

William; Bhaumik Amitabha; Hunsicker Lawrence G; Rouleau Jean-Lucien; 

Lewis Julia B; Rosendorff Clive; Porush Jerome G; Drury Paul L; Esmatjes 

Enric; Raz Itamar; Vanhille Phillippe; Locatelli Franceso; Goldhaber 

Samuel; Lewis Edmund J; Pfeffer Marc A 
CS Brigham & Women's Hospital, Boston, Massachusetts 02115, USA. 
SO Kidney international. Supplement, (2004 Nov) (92) S50-5. 

Journal code: 7508622. ISSN: 0098-6577. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN-PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041019 

Last Updated on STN: 20041219 
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AN 2004516471 IN-PROCESS 
DN PubMed ID: 15485404 

TI Health economics studies assessing irbesartan use in patients with 

hypertension, type 2 diabetes, and microalbuminuria. 
AU Palmer Andrew J; Rodby Roger A 

CS Center for Outcomes Research, Binningen/Basel, Switzerland. . 
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ap@thecenter . ch 

SO Kidney international. Supplement, (2004 Nov) (92) S118-20. 

Journal code: 7508622. ISSN: 0098-6577. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS IN-PROCESS; NONINDEXED; Priority Journals 
ED Entered STN: 20041019 

Last Updated on STN: 20041219 
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AN 2004507537 MEDLINE 
DN PubMed ID: 15476904 

TI Comparison of the effects of telmisartan and nifedipine gastrointestinal 
therapeutic system on blood pressure control, glucose metabolism, and the 
lipid profile in patients with type 2 diabetes mellitus and mild 
hypertension: a 12-month, randomized, double-blind study. 

AU Derosa Giuseppe; Cicero Arrigo F G; Bertone Gianandrea; Piccinni Mario N; 
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TI Irbesartan normalises the deficiency in glomerular nephrin expression in 
a model of diabetes and hypertension. 

AB ... key role in the function of the glomerular filtration barrier and 
the development of proteinuria but its status in long-term diabetes is 
still not understood. We studied the expression of nephrin in a 
hypertensive model of diabetic nephropathy and investigated the 
potential influence of angiotensin II blockade on nephrin gene and protein 
expression. METHODS: Streptozotocin-di abetic spontaneously hypertensive 
rats were given either no treatment or the angiotensin II antagonist, 
irbesartan, at a dose of 15 mg/kg per day by gavage for 32 weeks. 
Non-diabetic spontaneously hypertensive rats were used as a control 
group. Real time RT-PCR and immunohistochemistry were used to assess and 
quantify gene and protein expression of nephrin. RESULTS: Diabetic 
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spontaneously hypertensive rats developed albuminuria and had a reduction 
in both gene and protein expression of nephrin when compared with control 
rats. Irbesartan treatment prevented the development of albuminuria and 
completely abrogated the down regulation of nephrin in diabetic rats. 
CONCLUSION/ INTERPRETATION: Long-term diabetes in spontaneously 
hypertensive rats is associated with a reduction in both gene and protein 
expression of nephrin within the kidney. . 
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TI Effect of telmisartan on arterial distensibility and central blood 
pressure in patients with mild to moderate hypertension and Type 2 
diabetes mellitus. 

AB ... wall stiffness is an important independent risk factor for 
cardiovascular disease in hypertensive patients, which is further 
exacerbated by co-existent diabetes mellitus. Increased arterial 
stiffness is directly associated with an increase in pulse wave velocity 
(PWV) and indirectly with increased central. . . peripheral blood 
pressure. Following a two-week placebo run-in period, 27 patients with 
mild to moderate essential hypertension and Type 2 diabetes mellitus, 
were randomised to once daily treatment with either telmisartan 40 mg or 
placebo for three weeks, and after a two-week washout period, crossed-over 
to the alternative treatment for a. . . were measured using the 
SphygmoCor system, at the start and end of each treatment period. 
Compared with placebo, treatment with telmisartan significantly reduced 
carotid/femoral PWV (mean adjusted treatment difference -0.95 m/s, 95% 
confidence intervals: -1.67, -0.23 m/s, p=0.013), as well as peripheral 
and central diastolic, systolic and pulse pressure. In conclusion, the 
results of the this study show that telmisartan is effective in reducing 
arterial stiffness in hypertensive patients with Type 2 diabetes 
mellitus, and may potentially have beneficial effects on cardiovascular 
outcomes, beyond blood-pressure lowering effects in the patient group. 
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